WO 2005/016914 



118 



PCT/US2004/026251 



CLAIMS 



We claim: 



1. 



A compound of Formula (I): 




,3 



R 



(I) 



or a salt, solvate, or physiologically functional derivative thereof: 
wherein: 

A is C r C 4 alkenylene or C1-C4 alkynylene; 
R is C1-C4 alkylene; 

R 1 is the group defined by -(Z)-(Z 1 ) m -(Z 2 ) n , wherein 

Z is aryl, heteroaryl, heteroaryiene, or aryiene, 
Z 1 is C(H) 2 , where m is 0 or 1 , 

Z 2 is OR 1 , -SR', -N(R')R'\ halo, C1-C3 alkyl, -CN, -C(0)R\ - 
C(0)N(R')R'\ or heterocyciyl, where n is 0 or 1 ; 

R' is -H or d-C 3 alkyl; 

R" is -H, -C(0)R m , -C(S)R"\ -ROR"\ -C(=NH)N(R')R'\ d-C 3 alkyl, C1-C3 
hydroxyalkyl, cyanoalkyl, -S(0)2R"\ -RS(0) 2 R ,M , -C(0)N(R f )R ,,, l -C(0)N(R')R a , - 
C(0)RS(0) 2 R"\ -C(0)ROROR"\ -C(0)RSR m , -C(0)RNR , R M , -C(0)RC(0)OR"', - 
RN(R')RN(R , )C(0)R" , > heterocyciyl, or aralkyl; 

R'" is d-C 3 alkyl, d-C3 haloalkyl, d-C 3 hydroxyalkyl, cyanoalkyl, or aryl; 
R a is -RS(0) 2 R\ aralkyl, or-ROR'"; 
R 2 is -H or Ci-03 alkyl; 
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R 3 is the group defined by -(Q)-(Q 1 ) r (Q 2 ), wherein 
Q is arylene or heteroarylene 
Q 1 is O, where r is 0 or 1, and 
Q 2 is aralkyl, heteroaryl, or aryl. 

2. A compound of Formula (I): 




(I) 

or a salt, solvate, or physiologically functional derivative thereof: 
wherein: 



A is CsC; 

R is C r C 4 alkylene; 



R 1 is the group defined by -(Z)-(Z 1 ) m -(Z 2 ) n , wherein 

Z is aryl, heteroaryl, heteroarylene, or arylene, 
Z 1 is C(H) 2 , where m is 0 or 1 , 

Z 2 is OR, -SR\ -N(R-)R", halo, C,-C 3 alkyl, -CN, -C(0)R', - 
C(0)N(R')R", or heterocyclyl, where n is 0 or 1; 

R' is -H or d-Ca alkyl; 

R" is -H, -C(0)R"\ -C(S)R'", -ROR", -C(=NH)N(R I )R", Cl -C 3 alkyl, C r C 3 
hydroxyalkyl, cyanoalkyl, -S(0)2R"\ -RS(0) 2 R"\ -C(0)N(R , )R"', -C(0)N(R')R a , - 
C(0)RS(0) 2 R'", -C(0)ROROR'", -C(0)RSR", -C(0)RNR'R", -C(0)RC(0)OR'", - 
RN(R')RN(R')C(0)R , " > heterocyclyl, or aralkyl; 

R'" is C r C 3 alkyl, C r C 3 haloalkyl, C r C 3 hydroxyalkyl, cyanoalkyl, or aryl; 
R a is -RS(0) 2 R', aralkyl, or -ROR'"; 
R 2 is -H or C r C 3 alkyl; 
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R 3 is the group defined by -(Q)-(Q 1 ) r (Q 2 ) f wherein 
Q is arylene or heteroarylene 
Q 1 is O, where r is 0 or 1 , and 
Q 2 is aralkyl, heteroaryi, or aryl. 

3. A compound as claimed in claim 1 , wherein A is d-C 4 alkynylene. 

4. A compound as claimed in claim, wherein A is CsC. 

5. A compound as claimed in claim 1 , wherein A is C r C 4 alkenylene. 

6. A compound as claimed in claim 1 , wherein A is C=C. 

7. A compound as claimed in claim 1, wherein Z is heteroaryi and m and n are 
each 0. 

8. A compound as claimed in claim 1, wherein Z is is selected from 




9. A compound as claimed in claim 1, wherein Z is heteroarylene, m is 0 or 1 
and n is 1 . 



10. A compound as claimed in claim 1, wherein Z is selected from 
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or 



m is 0 or 1 and n is 1 . 



11. A compound as claimed in claim 1 , wherein Z is aryl, and m and n are each 0. 



12. A compound as claimed in claim 1 , wherein Z is 




and 



m and n are 0. 



13. A compound as claimed in claim 1, wherein Z is arylene, m is 0 or 1 and n is 
1. 



14. A compound as claimed in claim 1 , wherein Z is 




, or 




m is 0 or 1 and n is 1 . 



15. A compound as claimed in claim 1 , wherein R 2 is -H. 



16. A compound as claimed in claim 1 , wherein R 2 is CrC 3 alkyl. 
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17. A compound as claimed in claim 1, wherein Q is arylene, Q 1 is O and r is 1, 
and Q 2 is aralkyl, aryl, or heteroaryl. 

18. A compound as claimerd in claim 1, wherein Q is 




where R 4 is -H or halo, Q 1 is O, r is 1 , and Q 2 is selected from 




where R 5 is halo. 

19. A compound as claimed in claim 1, wherein Q is arylene, r is 0, and Q 2 is 
aralkyl. 

20. A compound as claimed in claim 1 , wherein Q is selected from 
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21 . A compound as claimed in claim 1 selected from the group: 
2-benzyl-/V-{5-[(£)-2-phenylethenyl]pyrimidin-4-yl}-1H-ben2imida2ol-5-amine; 

2-benzyl-A/-{5-[(E)-2-thien-3-ylethenyl]pyrimidin-4-yl}-1H-benzimidazol-5-amine; 

2-benzyl-A/-{5-[(£)-2-(1H-pyrazol-4-yl)ethenyl]pyrimidin-4-yl}-1W-benzimidazol-5- 
amine; 



3-((£)-2-{4-[(2-benzyl-1H-benzimidazol-5-yl)amino]pyrimidin-5-yl}ethenyl)-A/- 
methylbenzamide; 



2-benzyl-A/-{5-[(£)-2-thien-3-ylethenyl]pyrimidin-4-yl}-1 l 3-benzothiazol-5-amine; 
1-benzyl-/V-{5-[(£)-2-pyridin-3-ylethenyl]pyrimidin-4-yl}-1H-indazol-5-amine; 

1- benzyl-/V-{5-[(E)-2-pyridin-4-ylethenyl]pyrimidin-4-yl}-1H-indazol-5-amine; 

2- ((£)-2-{4-[(1-benzyl-1H-indazol-5-yl)amino]pyrimidin-5-yl}ethenyl)pyridin-3-ol; 

1 -benzyl-N-{5-[(E)-2-(1 H-pyrazol-4-yl)ethenyl]pyrimidin-4-yl}-1 H-indazol-5-amine; 

A/-{5-[(E)-2-(2-aminopyrimidin-5-yl)ethenyl]pyrimidin-4-yl}-1-benzyl-1H-indazol-5- 
amine; 



A/-[3-((£)-2-{4-[(1 -benzyl-1 H-indazol-5-yl)amino]pyrimidin-5- 
yl}ethenyl)phenyl]acetamide; 



A/-(4-phenoxyphenyl)-5-[(E)-2-phenylethenyl]pyrimidin-4-amine; 



A/-{3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}-5-[(£)-2-pyridin-3-ylethenyl]pyrimidin-4- 
amine; 



A/-{3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}-5-[(E)-2-pyridin-4-ylethenyl]pyrimidin-4- 
amine; 



2-{(£)-2-[4-({3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}amino) pyrimidin-5-yl]ethenyl} 
pyridin-3-ol; 
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A/-{3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}-5-[(£)-2-thien-2-ylethenyl]pyrimidin-4- 
amine; 

/V-{3-chloro^-[(3-fluorobenzyl)oxy]phenyl}-5-[(£)-2-thien-3-ylethenyl]pyrimidin-4- 
amine; 

5-{(E)-2-[4-({3-ch!oro-4-[(3-fluorobenzyl)oxy]phenyl}amino) pyrimidin-5-yllethenyl) 
pyrimidin-2-amine; 

A/-{3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}-5-[(E)-2-(1H-pyrazol-4- 
yl)ethenyl]pyrimidin-4-amine; 

A/-(3-{(£)-2-[4-({3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}amino) pyrimidin-5-yl] ethenyl} 
pheny!)acetamide; 

A/-{3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}-5-[(E)-2-(3,4-dimethoxyphenyl) 
ethenyl]pyrimidin-4-amine; 

A/-{3-chloro-4-[(3-fIuorobenzyl)oxy]phenyl}-5-[(E)-2-phenylethenyl]pyrimidin-4-amine; 

A/-(5-{(E)-2-[4-({3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}amino) pyrimidin-5-yl] ethenyl} 
pyridin-2-yl)acetamide; 

A/-{3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}-5-(thien-2-ylethynyl)pyrimidin-4-amine; 

^3-chloro-4-[(3-fIuorobenzyl)oxy]phenyl}-5-(pyridin-3-ylethynyl)pyrimidin-4-amine; 

A/-{3-chloro-4-[(3-fIuorobenzyl)oxy]phenyl}-5-[(1-methyl-1H-imidazol-5- 
yl)ethynyl]pyrimidin-4-amine; 

A/-{3-chloro-4-[(3-fIuorobenzyl)oxy]phenyl}-5-(1H-pyrazol-4-ylethynyl)pyrimidin-4- 
amine; 

A/-{3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}-5-(pyrimidin-5-ylethynyl)pyrimidin-4- 
amine; 

A/-{3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}-5-(1,3-thiazol-2-ylethynyl)pyrimidin^- 
amine; 

A/-{3-chloro-4-[(3-fluorobenzyl)oxy]pheny^5-(thien-3-ylethynyl)pyrimidin-4-amine; 

A/-{3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}-5-[(2-morpholin-4-ylpyrimidin-4- 
yl)ethynyl]pyrimidin-4-amine; 
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/V-(3-chloro^-{[(3-^ 
pyrimidinamine; 



5-[(6-amino-3-pyridinyl)ethynyQ^^ methyl]oxy} phenyl)- 

4-pyrimidinamine; 



A/-{3-ch!oro-4-[(3-fluorobenzyl)oxy]phenyl}-5-[(3-fluorophenyl) ethynyl]pyrimidin-4- 
amine; 



4-{[4-({3K)hloro-4-[(3-fluorobenzyl)oxy]phenyl}amino)pyrim 

A/-{3-ch!oro^-[(3-fluorob 
yl)ethynyI]pyrimidin-4-amine; 



5-[(3-aminophenyl)ethynyl]-A/-{3^ phenyl}pyrimidin-4- 
amine; 



A/-(3-{[4-({3-chloro^-[(3-fluorobenzyI)oxy]phenyl}amino)pyri 
yl]ethynyl}phenyl)acetamide; 



/V-(3^[4-({3-chloro^-[(3-fIuorobenzyl)oxy]phenyl}amino)pyri 
yI]ethynyl}phenyl)ethanethioamide; 



2-{[4-({3^hloro^-[(3-fluorobenzyl)oxy]phenyl}amino)pyrimidin-5- 
yl]ethynyI}benzonitrile; 



3-{[4-({3-chloro^-[(3^ 
yl]ethynyl}benzonitrile; 

3-{[4-({3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}amino)pyrimidin-5-- 
y!]ethynyl}benzaldehyde; 



/V-{3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}-5-(phenylethynyl) pyrimidin-4-amine; 



/V-{3~chIoro-4-[(3-fluoro 



5-[(4-aminophenyl)ethynyl]-A/-{3-chloro-4-[(3-fluorobenzyl)oxy] phenyl}pyrimfdin-4- 
amine; 



A/-(3^[4-({3-chloro^-[(3-fluorobenzyl)oxy]phenyl}amino)pyrimidin-5- 
yl]ethynyl}phenyl)-3-(methylthio)propanamide; 



A/-{3-chlorO"4-[(3-fluorobenzyl)oxy]pheny!}-5-({1 -[(4-methylphenyl) sulfonyl]-1 H-indol- 
6-yl}ethynyl)pyrimidin-4-amine; 
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fe/f-butyl-3-{[4-({3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}amino) pyrimidin-5- 
yl]ethynyl}benzylcarbamate; 



A/-(3-{[4-({3-chloro-4-[(3-fluoroben2yl)oxy]phenyl}amino)pyrimidin-5- 
yl]ethynyl}phenyl)guanidine; 



A/-(3-{[4-({3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}amino)pyrimidin-5- 
yl]ethynyl}benzyl)acetamide; 



A/-{3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}-5-{[3-({[2-(methylsulfonyl) 
ethyl]amino}methyl)phenyl]ethynyl}pyrimidin-4-amine; 



5H[4-({3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}amino)pyrimidin-5-yl]ethynyl}-2- 
furaldehyde; 

34[(5^[4-({3-chloro^[(3-fluorobenzyl)oxy]phenyl}amino)pyrimidin-5-yl]ethynyl}-2- 
furyl)methyl]amino}propanenitrile; 



(5-{[4-({3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}amino)pyrimidin-5-yl]ethynyl}-2- 
ftiryl)methanol; 



(4^[4-({3-chlorcH4-[(3-fluorobenzyl)oxy]phenyl}amino)pyrimidin-5-yl]ethynyl}-1,3- 
thiazol-2-yl)methanol; 



A/^S-chloro^-p-fluorobenzylJoxyJphenyll-S^I^.S^-tetrahydro-isoquinolin-T- 
ylethynyl)pyrimidin-4-amine; 



2-{[4-({3-chloro-4-[(3-fIuorobenzyl)oxy]phenyl}amino)pyrimidin-5- 
yl]ethynyl}benzaldehyde; 

/V-{3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}-5-{[5-({[2- 
(methylsulfonyl)ethyl]amino}methyl)-2-furyl]ethynyl}pyrimidin-4-amine; 

A/-(3-{[4-({3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}amino)pyrimidin-5- 
yl]ethynyl}phenyl)-2-(2-methoxyethoxy)acetamide; 



A/-[3-({4-[(2-benzyl-1H-benzimidazol-5-yl)amino]pyrimidin-5-yl}ethynyl) 
phenyl]acetamide; 



A/ 1 -(3-{[4-({3-chloro-4-[(3-fIuorobenzyl)oxy]phenyl}amino)pyrimidin-5- 
yl]ethynyl}phenyl)-^-alaninamide; 



/V-(3-{[4-({3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}amino)pyrimidin-5- 
ylJethynyl}phenyl)-2-(methylsulfonyl)acetamide; 
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/V-[3-({4-[(4-benzylphenyl)amino]pyrimidin-5-yl}ethynyl)phenyl]-acetamide; 

N-[3-({4-[(4-phenoxyphenyl)amino]pyrimidin-5-yl}ethynyl)phenyl]acetamide; 

A/-[3-({4-[(1 -benzyl-1 H-indazol-5-yl)amino]pyrimidin-5-yl}ethynyl) phenyl]acetamide; 

1 -benzyl-yV-[5-(phenylethynyl)pyrimidin-4-yl]-1 H-indol-5-amine; 

5-[(6-amino-2-pyridinyl)ethynyl]-A/-(3-chloro-4-{[(3-fluorophenyl) methyl]oxy}phenyl)- 
4-pyrimidinamine; 7 ' 

i 

A/-{6-[2-(4-{3-chloro-4-[(3-fluorobenzyl)oxy]anilino}-5-pyrimidinyl) ethynyl]-2-pyridinyl} 
acetamide; 

2-chloro-A/-{6-[(4-{3-chloro-4-[(3-fluorobenzyl)oxy]anilino}-5-pyrimidinyl)ethynyl]-2- 
pyridinyl}-2,2-difluoroacetamide; 

A/-{6-[(4-{3-chloro-4-[(3-fluorobenzyl)oxy]anilino}-5-pyrimidinyl) ethynyll-2-pyridinvlM- 
(dimethylamino)butanamide; 

methyl 4-({6-[(4-{3-chloro-4-[(3-fluorobenzyl)oxy]anilino}-5-pyrimidinyl)ethynyn-2- 
pyridinyl}amino)-4-oxobutanoate; 

N-{3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}-5-[(6-{[2-(methylsulfonyl)ethyl]amino}-2- 
pyndinyl)ethynyl]-4-pyrimidinamine; 

{6-[(4-{3-ch!oro-4-[(3-fluorobenzyl)oxy]anilino}-5-pyrimidinyl)ethynyll-2- 
pyridinyl}methanol; 

2- [({6-[(4-{3-chloro-4-[(3-fluorobenzyl)oxy]anilino}-5-pyrimidinyl)ethynyl]-2- 
pyridinyl}methyl)(methyl)amino]ethanol; 

3- [({6-[(4-{3-chloro-4-[(3-fluorobenzyl)oxy]anilino}-5-pyrimidinyl) ethynyll-2-pyridinyl) 
methyl)amino]propanenitrile; 

A/-{3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}-5-{[6-({[2-(4- 
morpholinyl)ethyl]amino}methyl)-2-pyridinyl]ethynyl}-4-pyrimidinamine; 

/V^2-[({6-[2-(4-{3-chlorc^4-[(3-fluorobenzyl)oxy]anilino}-5-pyrimidinyl)ethynyl]-2- 
pyridinyl}methyl)amino]ethyl}acetamide; 

/V-{3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}-5-{[6-({[3-(1W-imidazol-1- 
yl)propyl]amino}methyl)-2-pyridinyl]ethynyl}-4-pyrimidinamine;. 
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/\K3-chloro-4-[(3-fluorobenzyl)oxy]pheny^5-({6-[(methy!amino) methyl]-2-pyridinyl} 
ethynyl)-4-pyrimidinamine; 1 

4pyr^idhiamine" fl 

A/-{3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}-5-{[2-(methylsulfanyl)-4- 
pyrimidinyl]ethynylH-pyrimidinamine; 

A/-{3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}-5-({6-[(dimethylamino) methyl]-2-pyridinyl} 
ethynyl)-4-pyrimidinamine; 7 ' 

N-benzyl-N-({6-[(4^3^hloro^-[(3-fluorobenzyl)oxy]anilino^5-pyrimidinyl)ethynyll-2- 
pyndinyl}methyl)amine; n 

/V^3-chloro^-[(3-fluorobenzyl)oxy]phenyl}-5-[(6K[(2-methoxyethyl)amino]methyl}-2- 
pyndinyl)ethynyl]-4-pyrimidinamine; 

5-{[6-(aminomethyl)-2-pyridinyl]ethynyl}-A/-{3-chloro-4-[<3-fluorobenzyl) oxylphenyll- 
4-pyrimidinamine; " 

A/-({6-[(4-{3-chloro-4-[(3-fluorobenzyl)oxy]anilino}-5-pyrimidinyl) ethynyl]-2-pyridinyl> 
methyO-AT^-cyanoethyOurea; 

/v 1 -({6-[(4-{3-chloro-4-[(3-fluorobenzyl)oxy]anilino}-5-pyrimidinyl)ethynyl]-2- 
pyridinyl}methyl)-/V-(2-hydroxyethyl)-/V-methylurea; 

A/-({6-[(4-{3-chlorcM-[(3-fluorobenzyl)oxy]anilino}-5-pyrimidinyl)ethynyl]-2- 
pyridinyl}methyl)-/V-[2-(methylsulfonyl)ethyl]urea; 

A/-({6-[(4-{3^hloro^-[(3-fluorobenzyl)oxy]anilino}-5-pyrimidinyl)ethynyll-2- 
pyridinyl}methyl)-A^-[2-(4-morpholinyl)ethyl]urea; 

A/-({6-[(4-{3-chloro-4-[(3-fluorobenzyl)oxy]anilino}-5-pyrimidinyl)ethynyl]-2- 
pyridinyl}methyl)-AT-methylurea; 

A/-({6-[(4-{3-chloro-4-[(3-fluorobenzyl)oxy]anilino}-5-pyrimidinyl)ethynyl]-2- 
pyridinyl}methyl)-A^-(2-methoxyethyl)urea; 

A/-{3-chloro-4-[(3-fIuorobenzyl)oxy]phenyl}-5-{[6-(1-piperidinylmethyl)-2- 
pyridinyl]ethynyl}-4-pyrimidinamine; 

A/-{3-chloro^-[(3-fluorobenzyl)oxy]phenyl}-5-({6-[(4-methyl-1-piperazinyl)methyl]-2- 
pyridinyl}ethynyl)-4-pyrimidinamine;. 



WO 2005/016914 



129 



PCT/US2004/026251 



AH3-chIoro-4-[(3-fluoro 
pyridinyl]ethynyl}-4-pyrimidinamine; 

/V-{3-chloro-4-[(3-fluorobenzyl)oxy]phenyl}-5-{[6-(1-pyrrolidm 
pyridinyl]ethynylH-pyrimidinamine; 

/V^3<;hloro^H;(3-fluorobenzyl)o^]ph 
pyridinyl]ethynyl}-4-pyrimidinamine; 

4-amino-2-{[4-({3-chIoro-4-[(4-fluorobenzyl)oxy]phenyI}amino) pyrimidin-5-yl] ethynyl} 
pyrimidine-5-carbonitriIe; 

2^[4-({3-chloro^-[(3-fluorobenzyl)oxy]phe 
(methylsulfonyl)ethyl]amino}pyrimidine--5-carbonitrile; 

4-{[4-({3-chloro^-[(3-fluorobenzyl)oxy^ 
2-amine; and 

A/-(6^[4-({3-chloro-4-[(3-fluo 
2-yl)-2,2,2-trifluoroacetamide; 

or a salt, solvate, or physiologically functional derivative thereof. 

22. A pharmaceutical composition, comprising: a therapeutically effective amount 
of a compound as claimed in any one of claims 1 to 21, or a salt, solvate, or a 
physiologically functional derivative thereof and one or more of pharmaceutically 
acceptable carriers, diluents and excipients. 

23. A method of treating a disorder in a mammal, said disorder being mediated by 
inappropriate activity of at least one erbB family kinase, comprising: administering to 
said mammal a therapeutically effective amount of a compound as claimed in any 
one of claims 1 to 21, or a salt, solvate or a physiologically functional derivative 
thereof. 

24. A method of treating a disorder in a mammal, said disorder being mediated by 
inappropriate activity of at least two erbB family kinases, comprising: administering to 
said mammal a therapeutically effective amount of a compound as claimed in any 
one of claims 1 to 21, or a salt, solvate or a physiologically functional derivative 
thereof. 
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25. A compound as claimed in any one of claims 1 to 21 , or a salt, solvate, or a 
physiologically functional derivative thereof for use in therapy. 

26. Use of a compound as claimed in any one of claims 1 to 21, or a salt, solvate, 
or a physiologically functional derivative thereof in the preparation of a medicament 
for use in the treatment of a disorder mediated by inappropriate activity of at least 
one erbB family kinase. 

27. Use of a compound as claimed in any one of claims 1 to 21, or a salt, solvate, 
or a physiologically functional derivative thereof in the preparation of a medicament 
for use in the treatment of a disorder mediated by inappropriate activity of at least two 
erbB family kinases. 



